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Vital Signs: Changes in Opioid Prescribing in the United States, 2006-2015
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Prescription Opioid Epidemic Has Peaked
Peak Opioid MME in US 782 (2010); 2015 = 640

FIGURE 2. (Continued) Morphine milligram equivalents (MMEs) of opioids prescribed per capita in 2015 and change in MMEs per capita during

2010-2015, by county — United States, 2010-2015 UpiOid prescriptions drop

CRE0e N I PERCIDS T AP N0 S Opioid prescriptions declined 12 percent from 2016 to 2017, the biggest
single-year drop in 25 years.
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“Opioid doses are measured in morphine milligram equivalents. A
standard Vicodin pill has the equivalent of 5 milligrams of morphine.

SOURCE: IQVIA's Institute for Human Data Science AP




ALL OPIOIDS

Total Number of Fatal Opioid Overdoses by Drug Name and Year of Death, 2007-2018
(Data for 2018 is a Predicted Total for the Entire Year)
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Rates of opioid misuse, abuse, and addiction in

What is the risk of opioid
. . chronic pain: a systematic review and
addiction among data synthesis
Kevin E. Vowles®*, Mindy L. McEntee?, Peter Siyahhan Julnes?, Tessa Frohe?, John P. Ney®, David N. van der Goes®

individuals prescribed 2015« Vol 15 Norbor 4
opioids for pain?

Opioid addiction—unweighted and weighted means, SD, and
95% confidence interval (Cl).

Minimum, % Maximum, %
Mean (SD)  95% Cl Mean (SD)
Umweightad 10.9 (9.8) h3-165  11.7(9.9)
Rates of misuse 12-29% (95%Cl:13-38%) IS o .
Sample size 4.3 (6.2) 0.8-7.8 4.7 (6.9}
Log sample size 10.1 (9.5) 1.7-15. 10.8 (9.6)
: . Winsorzed 7.8 (8.2 3.2-12.4 8.6 (8.3)
Rates of addiction 8-12% (95% Cl: 3-17%) Quality rating 10.5 (8.8) - 10.4 (89)

sample size = 9.9 (8.7 2.0-148 107 (B.9)
guality*
Luality
High-guality studies 8.8 (73 A, - 9.8 (7.8) h.0-14.6
Lowi-quality studies 23.1 (12.9) 310129 34-392

“Inieraction erm e product of standardzed scores for the log transformed sample =




The Opioid Crisis: Public Health Response
Reduce Opioid Exposure through Opioid
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CDC Guideline for Prescribing Opioids for
Chronic Pain — United States, 2016
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Figure 1. Source of prescription pain relievers for the most recent nonmedical use _ ; o o
Source: SAMHSA, Center for Behavioral Health Statistics and Quality, National Surveys on Drug
among past year users aged 12 or older: annual averages, 2013 and 2014 Use and Health (NSDUHs), 2013 and 2014,

\ From one doctor
22.1%




DOk 10.1111/jep. 12756

et Ammess Journalof Evaluationin Clinical Practice G u | d e I | n e S D e C r e a S e

Safer and more appropriate opioid prescribing: a large

healthcare system's comprehensive approach P re S C rl b I n g
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Focusing on MME (or dose) reduction mirrors early
epidemic focus on achieving lower pain score
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FIGURE 2 Opioid prescribing greater than or equal to 120 morphine
milligram equivalent per day, per 1000 members per month

FIGURE 1 MNumber of opioid-acetaminophen prescriptions greater
than 200 pills per prescription by month




Opioid Prescribing Guidelines

Opioid Refugees
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Addiction (?) in individuals with chronic pain
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Brief Intro to Pain Physiology

Exhibit 1-3 Pain Types

Nociceptive Pain Pain that results from suprathreshold stimulation of nociceptors, which
are neural receptors specialized for the detection of potentially harm-
ful situations. This is an adaptive function of the nervous system.
Nociceptors can be excited by mechanical, thermal, or chemical stimu-
lation. The immediate physical response is reflexive and protective,
causing a person to pull a hand away from a hot surface, for example.
Nociceptive pain persists while the injurious agent remains or until heal-
ing occurs. Prolonged nociceptive input can cause central hypersensitiza-
tion and the experience of spontaneous or amplified pain.

Neuropathic Pain Pain that results from lesion or dysfunction of the sensory nervous sys-
tem. A compressed, injured, or severed nerve can trigger neuropathic

pain, as can disorders that affect the neural axis (e.g., metabolic diseases,

infections, autoimmune disorders, vascular diseases, neoplasia [Campbell
& Meyer, 2006])).
Mixed Nociceptive/ | A combination of the two types of pain. For example, patients with
Neuropathic Pain degenerative disc disease may suffer from mechanical (nociceptive) back
pain and radicular (neuropathic) pain.

Nociceptive vs Neuropathic Pain

Nociceptive Mixed Type Neuropathic
Pain Coused Bys Pain
Caused by activity in com.blnatnqr? of both Initiated or caused by
primary injury or

primary lesion or
dysfunction in the
nervous system

neural pathways in
response to potentially
tissue-damaging stimuli

secondary effects
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Abstract
Opioids are very potent and efficacious drugs, traditionally used for both acute and chronic pain conditions. However, the use
of opioids is frequently associated with the occurrence of adverse effects or ¢ I problems. Other than adverse effects and
dependence, the development of tolerance is a significant problem, as it requires increased opioid drug doses to achieve the
same effect. Mechanisms of opioid tolerance include drug-induced adaptations or allostatic changes at the cellular,
and system levels. Dose escalation in long-term opioid therapy might cause opioid-induced hyperalgesia (OIH). wh
state of hypersensitivity to painful stimuli iated with opioid therapy. resulting in exacerbation of pain sensation mlher
than relief of pain. Various strategies may provide extra-opioid analgesia. There are drugs that may produce independ-
{ A tailored treatment provided by skilled personnel, ordance with the individual condition.
Any treatment aimed at reducing opioid consumption may be indicated in these circumstances. Interventional
techniques able to decrease the pain input may allow a decrease in the opioid dose, thus reverting the mechanisms produc-
ing tolerance of OIH. Intrathecal therapy with local anesthetics and a sympathetic block are the most common techniques
utilized in these circumstances.

1 Introduction
Key Points
946

The development of tolerance is the main problem dur-
ing opioid treatment as it requires increased opioid drug
doses to achieve the previous level of analgesia. Acute opioid treatment Chronic opioid treatment

Mechanisms of opioid tolerance include drug-induced
adaptations or allostatic changes at the cellular, circuitry. ®
and system levels. Opioid 09

2 [}
Dose escalation in long-term opioid therapy might result ) o Desensitized
in a state of hypersensitivity to painful stimuli, known as ° opioid receptor

opioid-induced hyperalgesia (OIH), resulting in exacer-
bation of pain rather than pain relief.
Possible strategies to mitigate, reverse, or prevent opioid- .
induced tolerance and OIH are the use of adjuvant
analgesics or opioid s 2 Menvlale
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Acute Pain Should Be Treated

M O U D iS N OT dNad Ig@Sia Use a Balanced Rationale Multi-Modal Analgesia°

People w MOUD have tolerance,
likely need more analgesia

Multi-modal therapy preferred
If opioids used: oral over IV

If opioid PCA: avoid basal
infusion

Peripheral nerve

Society, ASRA and the American Society %

Consensus Statement: American Pain

of Anesthesiolo g ists Peripheral nociceptors .t




MOUD versus Analgesia
Daily versus Split Dosing

e Analgesic effect: 6-8 hours (Bup and Methadone)
* Therefore Split Dosing
 However: Split dosing not possible from OTP



Ask patient if
he or she is still
taking bupre-
norphine and
establish total
daily dose#

Minimal

to
No Pain
Preoperatively:
(APYR - Surgical team should

assess anticipated
Surgery postoperative pain and
opioid requirements

Moderate
to
Severe Pain

Ask patient if
he or she is still
taking bupre-
norphine and
establish total
daily dose#

-

-
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-

Still Taking Buprenorphine

* Continue buprenorphine

* Do NOT routinely prescribe supplemental opioids
Do NOT change the buprenorphine dose

* Consider adjuncts - NSAIDs, membrane stabilizers, acetaminophen,
local anesthetic agents, regional anesthetic techniques

Off Buprenorphine

* Surgical team should contact buprenorphine providers and confirm they are
aware of surgery and have a plan to reinstitute therapy

* Assess amount of time since last dose. If the following dose/time intervals
are met, treat with traditional opioids using opioid-tolerant dosing:
0-4 mg per day - stop x 24 h before surgery
>4-8 mg per day - stop x 48 h before surgery
>8-12 mg per day - stop x 72 h before surgery
>12 mg - requires preoperative management plan with buprenorphine provider

Still Taking Buprenorphine

* Cancel surgery - Maybe better: postpone or schedule surgery such that the following
requirements can be met

* Patient should return to buprenorphine provider and be placed on short-acting opioid
or be weaned off before surgery. A plan for follow-up and reinstitution of therapy
should be established.

0-4 mg per day - stop x 24 h before surgery
>4-8 mg per day - stop x 48 h before surgery
>8-12 mg per day - stop x 72 h before surgery

Off Buprenorphine

* Anticipate patient’s opioid requirements will be similar to opioid-tolerant
or highly-tolerant patient

* Surgical team should ensure appropriate outpatient follow-up with buprenorphine provider

* Consider adjuncts - NSAIDs, membrane stabilizers, acetaminophen, local anesthetic
agents, regional anesthetic techniques




Ask patient
if he or she is
still taking
buprenorphine

Minimal
to
No Pain

Preoperatively:
Urgent/ Surgical team should

Emergent assess anticipated

postoperative pain and
Surgery opioid requirements

Moderate
to
Severe Pain

Ask patient
if he or she is
still taking
buprenorphine

—

Still Taking Buprenorphine

* Surgeons should contact the physician prescribing buprenorphine and ensure
that he or she is aware of surgery

* Continue the buprenorphine for postoperative pain

* Do NOT routinely prescribe supplemental opioids

* Consider adjuncts - acetaminophen and/or NSAIDs

Off Buprenorphine

* Assess the amount of time since last dose of buprenorphine
* |f 25 days off buprenorphine, treat with traditional opioids; may require tolerant
or highly-tolerant doses

* Surgeons should contact the physician prescribing buprenorphine and ensure
that he or she is aware of surgery

* After postoperative pain normalizes, the patient may work with his or her physician
to reinstitute buprenorphine therapy

Still Taking Buprenorphine

1. Discontinue buprenorphine

2. Start PCA - Will likely require high doses; may require some continuous opioid infusion.
However, would avoid high-dose, continuous opioids and instead allow the patient to
use PCA. Consult APS, PCA to be managed by Acute Pain Service (APS).

. Patient should be in a monitored setting with close nurse monitoring (ICU, or
monitored/moderate care setting)
* Duration of ICU/monitored setting time will vary
* Acetaminophen around the clock (ATC)
* Consider gabapentin or pregabalin
. Regional anesthesia - consider continuous catheters
. Maximize adjuncts
* Dexemedetomidine for ICU patients used according to ICU protocols
* Acetaminophen around the clock (ATC)
* Consider gabapentin or pregabalin
. Continue traditional opioid therapy for postoperative pain after discharge.
Coordinate follow-up with pain rhysician prescribing buprenorphine for eventual
opioid wean and reinstitution of buprenorphine therapy.

Off Buprenorphine

* Anticipate patient’s course to be similar to tolerant patient
* Surgeons should ensure appropriate outpatient follow-up
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Acute Pain Management in Patients with Opioid Use
Disorder
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Use empathy. When patient
replies that nothing works
except for the IV opioids.

“I'm really sorry you feel that way. This
sounds like it is leallv terrible for you. I
understand how it must be difficult to
understand why we are saying no to more
opioids, but we care about your safety. I
know there are ways we can work
together so you feel better”

Strategy

Suggested Phrasing

Avoid arguing.

“There is no reason for us to argue about
this” or “I am not going to argue with

»
you.

Validate patient’s pain and
frustration/fear/other
emotions.

“I know that you're in pain and you're
wor 1‘1ed We will do our best for your
pain.”

Do not abandon the patient;
commit to treating pain with
non-opioid measures.

“I believe that you have pain, and I want
to continue to work with you to treat the
pain with other approaches”

Review the data objectively.

“I see that you are able to function better
and sleep better than before.”

Use risk/benefit language

“The risks of these medications are higher
than the benefits for you”

Set clear limits when
responding to requests for
inappropriate intravenous
opioids which are not
indicated.

“Our standard for all patients is to not
give IV medication for people who are
able to take pills”

“It is not so important how we get the
opioid into your body. What is more
important is the right amount at the right
time. Though IV may seem stronger it is
really only faster but it will also wear off
sooner than oral medicine. Oral medicine
will give you more steady pain control.”

Be empathetic when it is
time to deny or stop opioids

“This must be very difficult for you...In
my professional opinion (or medical
research does not support), this type of
pain medication, it is simply not safe for
you in the long run” or “It may seem in
the short run that opioids help, but they
are not the best approach and can make
your pain and problems worse over time”

Respond directly to threats
to leave against medical
advice

“You have the right to leave the hospital,
but I still cannot give you inappropriate
medications”

Table 1: Difficult Conversation Strategies and Suggested Phrasing
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Table 1 Prevalence of sequelae associated with chronic pain

Source Condition Chronic Pain (%) Control (%)* PIOR
Altered mood
Gureje et al., 1998 Anxiety or depressive disorder 33.7 101 P<0.001

Ohayon et al., 2003
Von Korff et al., 2005

Chronic Pain Condition Analgesics

Kinney et al., 1993

Table 3 Effects of pain control on various aspects of patient health

Measures

Sleep Osteoarthritis, low back pain, Long-acting opioid, = Increased duration of sleep
Ratcliffe et al.. 2008 chronic non-cancer pain, short-acting opioid + Improved overall sleep quality, sleep
diabetic peripheral continuity, sleep architecture, composite
neuropathy [67] pain, and sleep index score
= Less trouble falling asleep, need for sleep
medication, awakening night/moming,
Cognition, brain function interference of pain
Dick and Rashiq, 2007 Fibromyalgia [68] Antidepressant » Improved sleep
S'::‘ep e Exercise Chronic back pain [69] Opioid » Improved lifting performance
arty etal, . . :
Morin et al . 1998 peﬂomance _ | Increased tlmg to fatlgug
McCracken and Depression Musculoskeletal pain [70] Interventional = Improvement in depression on
M'V_em:"»l 22%%6 | treatment Patient-Health Questionnaire 9
B Chronic non-malignant Sustained-release + Improved Beck Depression Inventory
pain [71] opioid scores and incidence of normal mood
scores
cak — = Reduced incidence of mood disturbances
el and borderline to extreme depression
Sexual function Cognition Chronic non-malignant Sustained-release - Improved scores in cognitive function
Ryan et al., 2008 | pain [71] opioid tests
Ambler et al., 2001 ' Quality of life Fibromyalgia [68] Antidepressant « Improved score on health-related quality
Shaver et al., 2006 \ _
of life
Quality of life and functiona Chm_nlc non-malignant Opioid « Improved physical and mental health on
McCarberg et al., 2008 | pain [72] the SF-36
|
Smith et al., 2001 Reporting “long-term limiting 103 P <0.001
illness” (SF-36) [27]
Sheu et al., 2008 Score = 5 on 7 pain 26 (chronic 2.7 (pain but not -
interference items [28] severe pain) chronic severe pain)

* Unless otherwise indicated, control groups are composed of patients without chronic pain
OR = odds ratio; CI = confidence interval.
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Abstract: Chronic pain (CP) seriously affects the patient's daily activities and quality of life,
but few studies on CP have considered its effects on the patient's social and family environ-
ment. In this work, through a review of the literature, we assessed several aspects of how CP
influences the patient’s daily activities and quality of life, as well as its repercussions in the
workplace, and on the family and social environment. Finally, the consequences of pain on the
health care system are discussed. On the basis of the results, we concluded that in addition to
the serious consequences on the patient’s life, CP has a severe detrimental effect on their social
and family environment, as well as on health care services. Thus, we want to emphasize on the
need to adopt a multidisciplinary approach to treatment so as to obtain more comprehensive
improvements for patients in familial and social contexts. Accordingly, it would be beneficial
to promote more social- and family-oriented research initiatives.

Keywords: pain, everyday problems, social relationships, family environment, health services

Introduction

Chronic pain (CP) is recognized as a major public health problem, producing a sig-
nificant economic and social burden."* Moreover, this condition not only affects the
patient (both as a sensory and emotional problem) but it also affects his/her family
and social circle.** The biopsychosocial model, considered essential in pain, provides
a framework for understanding how different diseases are related through an assess-
ment of sensorial, cognitive/affective, and interpersonal factors. Thus, considering this
framework, it has been shown that CP is often associated with other processes that, in
turn, affect pain strongly’ (Figure 1).

Studies performed in different settings have demonstrated that CP affects between
10% and 30% of the adult population in Europe.'* Indeed, a recent study showed
a 16.6% prevalence of this condition among the general population in Spain, with
at least one person affected in every four Spanish homes.* The experience of pain
interferes with different aspects of the patient’s life,” negatively affecting their daily
activities, physical and mental health, family and social relationships, and their
interactions in the workplace (Figure 1). This problem also affects the health care
system and what is known as economic well-being,"*"* the strong burden associated
with CP not only deriving from health care costs but also from the loss of produc-
tivity and from compensatory payments to patients as a result of the disability that
pain produces.'®

Biological

Nociceptive
Injury
Trauma
Infection
lliness
Cancer
Nerve damage

Chronic pain

Psychological

Sleep
Fear
Anxiety
Depression
Coping skills

Health-related quality of life

-

" Physical functioning and daily life activities

Mental health
Social and family functioning

Figure | Biopsychosocial model of pain and consequences on the quality of life.

Work
Family
Social network




Exhibit 3-1 Algorithm for Managing Chronic Pain in Patients With SUD

Evaluation sufficient to confirm:
« Diagnosis of chronic pain (pain does not result from a health-threatening or correctable pathology)

A TREATMENT IMPROVEMENT PROTOCOL + Functional impairment
. . . . « Psychological comorbidity
Managing Chronic Pain in

: v
Adults With or in Recovery P _— T—

From Substance Use Disorders t v * [om(,o,,.iw,m]

o madicaton]
Start addiction treatment [w” out medication
« Defer oploids/analgesia

[Patient already on opioids )
should have trial of opioid Non-opioid analgesics Continue agonist;
weaning. Opioids may as determined by may increase dose as
be continued only if the pain physiology required for anaigesia
patient immediately * *
initiates SUD treatment.)
Concurrent
+ « Nonpharmacologic pain treatments

« Reconditioning as determined by

« Analgesic determined
functional impairment

by pain physiology
- Implement non

pharmacologic ‘ ‘
treatment
[ Successful outcome I l Inadequate benefit ]

« Treatment of psychiatric/sleep comorbidities

Initiate opioid trial if risk is warranted ]
{ Relapse ] I Failure l [ Success
» Wean opioid » Continue strateqgy
“““MM“M
« Continue other « Monitor for
therapies demonstration of
continued benefit

www samhes oV ¢ 1-m SAMMEA-T 1\ S7T7-780-4727)




Exhibit 3-2 Summary of Non-Opioid Analgesics

Analgesic

Acetaminophen

Addictive
No

Notes

Should normally not exceed 4 g/day; in adults with
hepatic disease, the maximum dose is 2 g/day.
Potentiates analgesia without potentiating respiratory
and sedative side effects.

NSAIDs

No

Are used to relieve numerous types of pain, espe-
cially bone, dental, and inflammatory, and enhance
opioid analgesia. May cause gastrointestinal bleed-
ing and renal insufficiency.

Serotonin-Norepinephrine
Reuptake Inhibitors
(SNRIs)

No

Are used to relieve several nonstructural types of
pain (e.g., migraine, fibromyalgia, low back pain) and
probably others.

Tricyclic Antidepressants

Mo

Have demonstrated efficacy in migraine prophylaxis,
fibromyalgia, many neuropathic pains, vulvodynia,
and functional bowel disorders. Watch for anticho-
linergic side effects and orthostatic hypotension (fall
risk in older people).

Anticonvulsants

Mo

Some have demonstrated efficacy in relieving fibro-
myalgia, migraine prophylaxis, and neuropathic
pains.

Topical Analgesics

Mo

Comprise several unrelated substances (e.g.,
MNSAIDs, capsaicin, local anesthetics). Work locally,
not systemically, and therefore usually have minimal
systemic side effects.

Antipsychotics

Mo

Have no demonstrated analgesic effect, except to
abort migraine/cluster headache. Risks include extra-
pyramidal reactions and metabolic syndrome.

Muscle Relaxants

Carisoprodol

Have not been shown to be effective beyond the

(Soma) is acute period. Some potentiate opioids and are not
addictive. recommended.
Some others
have sig-
nificant abuse
potential.
Benzodiazepines Yes Mot recommended (see discussion).
Cannabinoids Yes Mot recommended (see discussion).

Key Points

Pain treatment goals should include improved functioning and pain reduction.
Treatment for pain and comorbidities should be integrated.

Non-opioid pharmacological and nonpharmacological therapies, including CAM,
should be considered routine before opioid treatment is initiated.

Opioids may be necessary and should not be ruled out based on an individual’s having
an SUD history.

The decision to treat pain with opioids should be based on a careful consideration of
benefits and risks.

Addiction specialists should be part of the treatment team and should be consulted in
the development of the pain treatment plan, when possible.

A substantial percentage of patients with and without SUDs will fail to benefit from

prolonged opioid therapy, in which case it should be discontinued, as with any other
failed treatment.




CDC Guideline for Prescribing Opioids for
Chronic Pain

Centers for Disease Control and Prevention

12 recommendations, including:
e © Opioids not 15t line or routine therapy for chronic pain

* Use caution when increasing dosages, especially >50

CDC Guideline for Prescribing Opioids for *. : ; : :
Chronic Pain — United States, 2016 mg™; avoid or JUStIfy escalatmg to 290 mg

* No more than needed for acute pain; 3-7 days usually
enough

* Check Prescription Drug Monitoring Program (PDMP)
for other prescriptions, high total dosages

* Avoid concurrent benzodiazepines and opioids

» Offer or arrange medication-assisted treatment for
opioid use disorder

*in morphine equivalents



APPS & RESOURCES FOR RELAXATION
Happify: for Stress & Worry

Happify provides activities and games that
can help you overcome negative thoughts,
stress, and life's challenges for improved

emotional health. $15/month

Headspace: Meditation & Sleep

Headspace provides guided meditation with
the goal of mindfulness to help people stress

Self-help for Anxiety Management: SAM

{,/”\~‘
s/

B

Anxiety Free: iCan Hypnosis

Insight Timer

White Noise

Waking Up: A Meditation Course

Calm: Meditate, Sleep, Relax

less, focus more and sleep better.
Headspace is offering FREE resources
during the current global crisis.

SAM offers a range of self-help methods for
people who are serious about learning to
manage their anxiety. Free.

iCan can be used to learn self-hypnosis

techniques to help people relax and have

more subconsciously peaceful thoughts.
Free.

Insight Timer provides guided meditations,
music tracks and ambient sounds to calm
the mind, focus, sleep better, and relax.
Free.

White Noise: The FREE version offers a
variety of soothing noises to help meditate
or decompress. Set the timer, close your
eyes and breathe for a quick opportunity to
re-center and return to present.

Waking Up provides different styles of
guided meditation lessons for the purpose
of living a more balanced and fulfilling life.

$8.33/month

Calm provides guided meditations, sleep
stories, breathing programs, stretching
exercises, and relaxing music to help
people experience better sleep, lower

stress, and lessen anxiety. $14.99/month

Interventions for Chronic Pain

Cognitive therapy
Monitor thoughts and feelings
Attention diversion/distraction
Imagery and Hypnosis

Behavioral therapy
Activity monitoring
Stress monitoring and reduction
Relaxation and Biofeedback
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BRIEF REPORTS

Pain Is Not Associated with Worse Office-Based
Buprenorphine Treatment Outcomes

Aaron D. Fox, MD
Nancy L. Sohler, PhD, MPH
Joanna L. Starrels, MD, MS
Yuming Ning, PhD
Angela Giovanniello, PharmD
Chinazo O. Cunningham, MD, MS

ABSTRACT. Physical pain is common among individuals secking treatment for opioid dependence
Pain may negatively impact addiction treatment. The authors prospectively studied opioid-dependent
individuals initiating office-based buprenorphine treatment, comparing buprenorphine treatment out-
comes (treatment retention and opioid use) among participants with and without pain (bascline pain
or persistent pain). Among 82 participants, 60% reported baseline pain and 38% reported persistent
pain. Overall, treatment retention was 56% and opioid use decreased from 89% to 26% over 6 months
In multivariable analyses, the authors found no association between pain and buprenorphine treat-
ment outcomes. Opioid-dependent individuals with and without pain can achieve similar success with
buprenorphine treatment

KEYWORDS. Buprenorphine, chronic pain, opioid dependence
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Substance misuse in patients who have comorbid chronic pain in a clinical = M
population receiving methadone maintenance therapy for the treatment of &&=
opioid dependence
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ARTICLE INFO ABSTRACT

Keywords Alms To compare specific subsance misuse in treatmentsecking, oploid dependent patients with and without
Opsoid agonist therapy comorbid chronic pain, and to assess the respective value of urinalysis and patient reports in assesting substance
Methadone mairtenance therapy snlonse

Oploid dependence Methods: Participants comprised a clinical population in a regional NHS Substance Misuse Service in the East

Quronic pain

of Scotland (N = 521). The Brief Pain Inventory -~ Short Form was used to amess pain, and the Maudsley
Ahait substance use

Addiction Profile and urinalyss were used 10 assess substance misuse at sudy inception. Urinalysis was used to
assess submance misuse during the 5-year follow-up period Data were hosted, linked, anonymized and analyzed
within a national Safe Haven

Results: Compared with opioid-dependent patients with no pain, a significantly higher proportion of treat
mentsecking, opioid dependent patients with chronic pain were engaged in nonmedical benzodiazepine we
(69% vearsus 58% p = 0.016) and llick cannabinoid we (84% verss 65% p = 0.025) at study inception.
Furthermore, a significantly higher proportion of this group was shown 1o continue non-medical benzodiazepine
use (70% versus 42% p = 0.037) and dlicit cannabinold use (100% versus 31%c p = 0.002) during the Syear
follow-up period There were significant correlations between drug screen results and patient-reported we of
opioids (Tetrachoric ¢ = 0.4944; p < 0.001), benzodiazepines (Tetrachoric ¢ = 0.2641; p = 0.001) and can
nabinoids (Tetrachoric ¢ = O.8384; p < 0.001).

Conclusions: Whilst gaining ur\lml of dlicit oplold use during treatment, oplold-dependent patients with
comorbid chronic pain de f probl. use of benzodiazepines and cannabinoids. This
pattern of misuse was shown to perda during the S-year follow-up period.

L. Introduction Larson et al., 2007). In addressing this issue, many studies have focused
on any substance misuse (rather than specific drug misuse) as the target
Chronic pain is highly prevalent in treatmentsecking, opioid-de variable (e.g., Caldeiro et al,, 2008) or illicit opioid use versus any other
pmdrm popuhuum with between 36% and 68% affected (Barry et a substance misuse (Dens t 2015); however, there is a need to
. 2016). Thus, chronic pain is an important clinical understand specific drug misuse profiles in this comorbid population to
mn-huun to be considered by addiction specialists. Furthermore, pa identify any patterns or problems with specific substances. Only then
tients in receipt of opioid agonist therapy (OAT) who have comorbid can further research explore the potential causes of the high levels of
chronic pain are associated with relatively poor health and substance drug misuse in this comorbid group and work towards effective treat
use treatment outcomes, further complicating the delivery of effective ment delivery in substance misuse services.
treatment in substance misuse services. This comorbid presentation is OAT programs focus on a range of health-related and functional
associated with a range of medical and psychiatric morbidities outcomes, but the core outcomes are considered to !x retention in
(Iskandar et al., 2013; O'Toole et al, 2013), in addition to relatively treatment and control over substance use (Kidd et al, 2013). These two
severe and enduring substance misuse problems (I et al., 2014; core aims are considered 1o lead to decreased murmh(\ («
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Figure 2. Improvement in Pain

Improvement In Pain With Cannabinold Events  Placebo Events 0dds Ratlo Favors i Favors
Cannabinoid vs Placebo by Study NO. Total No. No. TotalNo.  (95% Q) Placebo i Cannabinoid Welght, %
Tetrahydrocannabinol (smoked) '
Abrams et al,’’ 2007 13 25 3 25 3.43(1.03-11.48) : - > 6.51
Nablxmols !
GW Pharmaceuticals,?? 2005 54 149 59 148 0.86 (0.54-1.37) _"_i 19.02
Johnson et al, %% 2010 23 53 12 56 2.81 (1.22-6.50) & 10.87
Langford et al %5 2013 84 167 77 172 1.25 (0.81-1.91) —%—-l— 20.19
Nurmikko et al,”® 2007 16 63 9 62 2.00 (0.81-4.96) — 9.84
Portenoy et al,%7 2012 22 90 24 91 0.90 (0.46-1.76) - 14.04
Selvarajah et al,™ 2010 8 15 9 14 0.63(0.14-282) = } 463
Serpell et al %8 2014 34 123 19 117 1.97 (1.05-3.70) —= 14.91
Subtotal 17=44.5%,(P=.094) 241 660 209 660 1.32 (0.94-1.86) <> 93.49
ovenall 12=47.6%, (P=.0.64) 254 685 215 685 1.41 (0.99-2.00) 100.00
0.2 1.0 10

Odds Ratlo (95% CI)
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INVITED REVIEW

Cannabinoids for the Treatment of Chronic Non-Cancer Pain:
An Updated Systematic Review of Randomized Controlled Trials

M. E. Lynch'" - Mark A. Ware?

Recetved: 29 January 2015 / Acoepled S March 201§
L) Spanger Scencet Busines Modia New Yark 2015

Abstract An updated systematic review of mndomized con-
trolled trials examining cannabinoids in the treatment of
chronic non-cancer pain was conducted according to PRIS
MA guidelines fors ystematic reviews reporting on health care
outcomes, Heven trials published since our last review met
inclusion criteria The quality of the trials was excd lent. Sev-
en of the trials demonstrated a significant analgesic effect,
Several mals also demonstrated improvement in secondary
outcomes (e.g., sleep, muscle stiffness and spasticity). Ad-
verse cffects most frequently reported such as fatigue and
dizziness were mild to moderate in severity and generally well
tolerated. This review adds further support that currently
availible cannabinoids are safe, modestly effective analgesics
that provide a reasonable thempeutic option in the manage-
ment of chronic non<ancer pain.

Introduction

Chronic pain is a growing public health problem affectn
approximately one in five people and predicted to ir
crease to one in three over the next two decades (Biwt
et al. 2001; Moulin et al. 2002; Breivik et al. 2006). Th
prevalence of chronic pain is likely to increase as th
population ages and as medical advances continue to in
prove survival related to cancer, serious imjury and dis
cases that previously would have been fatal such 2
HIV, but have left the survivors with serious neuropathi
pain conditions (Lynch 2011). Currently available agen
(eg. antidepressant and anticonvulsant analgesics, opioid
and nonsteroidal anti-inflammatory drugs) (Finnerup ¢t a
2010) are madequate to control all pain or are associate

Fig. 2 PRISMA flow diagram
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Conclusions

Pain is common among people with addiction and can be
managed

OUD treatment outcomes not worse for those w chronic pain
Split dosing and multi-modal interventions are key
Cannabinoids hold promise for treatment of pain

Person-centered care — essential for both addiction and pain
managment



Questions



